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A marked up ™ of the claims showing the amendments is attached hereto * 

1S heated by brackets and matter that has been added is moated by underlining. A clean 
version of the pending claims, as amended, i. attached hereto as Exhibit B. 

Please amend the claims as follows: 

Pleaso-elmcel claims 101-104 without prejudice. 

Please amend daims 1. 6. 30, 44, 50, 72-74. 76. 100 and W to read as follows-. 

1 (Four TWs Amended) A method of determining a consensus profile for a firs. 
p,urah,y of drug perturbations to acel, .ype or organism, said method comprising identtrytng 
among a pluraltty of sets of ceUular constituents tn a plurality of response profiles one or 
more sets of cellular constituents, each of satd one or more sets of cellular constituents ban, 
upreguL.ed or downregulated by said firs, plurality of drug per.urba.ions, each response 
profile m sa,d plurahry of response profiles (i) comprising measurements of a plurahry of 
cellular constituent and (i.) resulting from a different drug perturbation to said type of eel! 
or orgarusm, wherein each se, of cellular constituents in said pluraltty of sets of cellular 
constituent consis«s of cellular cons«.uen.s .ha. co-vary under a second pluraltty of 
perturbattons or tha, are co-regu,a,ed, wherem said plurality of response profiles compnses at 
leas, five response profiles, and wherein said consensus profile for said firs, plurality of drug 
perturbations compnses measurements of said one or more sets of cellular constants. 

6. (Three Times Amended) The method of claim 1, wherein said firs, plurality of drug 
perturbations is associated with a particular biological effect. 

30 (Three Times Amended") The method of claim 1 wherein the consensus profile is 
,he intersection of the sets of cellular constituents activated or de-ac.iva.ed by sa,d firs, 
plurality of drug perturbations. 

44. (Four Times Amended) A method for grouping measured response profiles in sets 
which are associated with similar biological effects comprising grouping response profiles 
among a plurality of response profiles feto sets, each of said sets of response profiles 
consisting of response profiles in wh,ch the responses of one or more sets of genes in each 
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rcs por,se profile are srm.lar among V- P ™fi.a S in the s. t , each response profile ,n „d 
plttv of response profiles (r> compri*ng measurements of transcript levels of . Paltry 0, 

and (ii) resulttng from . dfflerent perturbation, wherein each of satd sets of gene, 
Insists of gene S 4a, co-vary under a plurahty of per.urha.ions or ,ha, are co-regulated, 
J wherein satd plurahty of response profile, compnses a, leas, five response profiles. 

50. (Amended) The method of claim 49. wherein .he objective statistical lest 

comprises: , 
(a) determining an actual fractional improvement in the cluster analyse of the 

>-> response profiles; 

V\ V (b) generating permuted response profiles by means of Monte Carlo 

' '' randomuation of gene mdex for each response profile across the measured 



1/ 



genes; 

(c) performing cluster analysis on the permuted response profiles; 

(d) determining the fractional movement in the cluster analysis of the 
permuted response profiles; and 

(e) repeating said steps of generating permuted response profiles and performing 
cluster analysis on the permuted response profiles so that a distribute of 
fractional improvements is obtained; 

wherein the statistical Significance is determined by comparing the actual fractional 
improvement to the distribution of fractional improvements. 

72. (Three^Times Amended) A method for analyzing response data from a biological 

sample comprising 

(a) grouping cellular constituents from the biological sample into sets of genes 
v '\;^ that co-vary in a plurality of response profiles, each response profile in said 

' ' plurality of response profiles (i) comprising measurements of transcript levels 

of a plurality of genes, and (ii) resulting from a different perturbation to said 

biological sample; and 

(b) grouping the plurality of response profiles into sets of response profiles that 

similarly affect genes, 
wherein said plurality of response profiles comprises at least five response profiles, 
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73 <Amended)>e method of claim 72. wherein one ot more genes which co-vary in 
associate w.th a parX b-ologtcal effect are .dent.ned ^ *• - *" 

in said plurality of respons\profiles. 

74 (Amended) The method of claim 72, wherein one or more response profiles that 
„e assorted with a par.icu.ar bio,og,ea, effect are identified from the sets of response 
profiles that similarly affect genes. 

76. (Amended) The method of clam, 73, wherein one or more genes associated with 
said biological effect are identified. 

!00 (Three Times Amended) A method of grouping sets of drug perturbations that 
simrlarly affect cellular constituents in a cell type or organism among a plurahty of drug 
perturbauons comprising grouping response profiles among a piurality ofresponseprofi.es 
,n sets each of said sets of response profiles consisting of response profiles in whtch the 
responses of one or more sets of ceHular consents are similar among the response profiles 
in the sc., each response profile in said plurality of response profiles (i) compnsmg 
measurements of a plurality of cellular consents, and 00 resuUing from a different drug 
per.urbat.on, wherein each of said s«s of celMar constituents consists of cellular constants 
,ha, co-vary under a plural,* of perturbations or that arc co-regu,a,ed, thereby group.ng sard 
sets of drug perturbations, wherein said pluralny of response profiles eompnses a. leas, five 
response profiles. 

105. (Amended) A method for grouping measured response profiles in sets which are 
associated with similar biological effects comprising grouping response profiles in sets 
among a plurality of response profiles by cluster analysis of said plurality of response 
profiles, said sets of response profiles consisting of response profiles having similar 
responses of a group of cellular constituents, each response profile in said plurality of 
response profiles (i) comprising measurements of a plurality of cellular constituents, and (n) 
resulting from a different perturbation, wherein a statistical significance for the sets of 
response profiles is determined by means of an objective statistical test. 
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Please add the following new claims: 

107. (New) the method of clann 38, wherem the plurahty of response profiles 
compnses more than five response profiles. 

108. (New) The method of claxm 107, wherein the plurality of response profiles 
comprises more than ten response profiles. 

109. (New) The method of claim 108, wherein the plurality of response profiles 
comprises more than 50 response profiles. 

! 10 , (New) The method of claim 109, wherein the plurahty of response profiles 
comprises more than 100 response profiles. 

111. (New) The method of claim 38, wherein said first plurality of perturbations is 
associated with a particular biological effect. 

1 12 (New) The method of claim 111, wherein the particular biological effect is the 
effect of a particular class or type of drug. 

113. (New) The method of claim 111, wherein the particular biological effect is a 

therapeutic effect, 

1 14. (New) The method of claim 111, wherein the particular biological effect is a 

toxic effect. 

115. (New) The method of claim 38, wherein each of the sets of genes consists of 

genes which are co-regulated. 

1 16. (New) The method of claim 38, wherein each of the set, of genes consists of 
genes which co-vary in the plurality of response profiles. 
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117. (New) The method of im 116, wherein the genes which co-vary are identified 
by cluster analysis of genes in the plurality of response profiles. 

! 18. (New) The method of claim 117, wherein the cluster analyst is done by means 
of a clustering algorithm. 

( \ 119 (New) The method of claim 1 1 8, wherein the clustering algorithm is hclust. 

PO (New) The method of claim 117, wherein said cluster analysis determines a 
clustenng tree, the genes which co-vary comprising branches of said clustering tree. 

121. (New) The method of claim 120, wherein the sets of co-varying genes are 
selected from a branching level of the clustering tree. 

122. (New) The method of clairnJH, wherein a statistical significance for the set, of 
co-varying genes is determined by means of an objective statistical test. 

123. (New) The method of claim 122, wherein the objective statistical test comprises: 

(a) determining an actual fractional improvement in cluster analysis of the genes; 

(b) generating permuted response of genes by means of Monte Carlo 
randomization of perturbation index for the response of each gene across all 
perturbations; 

(c) performing cluster analysis on the permuted response of genes; 

(d) determining the fractional improvement in the cluster analysis on the permuted 
response of genes; and 

(e) repeating said steps of generating permuted response of genes and performing 
cluster analysis on the permuted response of genes so that a distribution of 
fractional improvements is obtained; 

wherein the statistical significance is determined by comparing the actual fractional 
improvement to the distribution of fractional improvements. 
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